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Supplementary Figure 1. Study design: The study protocol was performed in 3 phases. Phase | was performed to optimize the collection
and analysis of cytobrush specimens (n=16 macaques). Data from Phase Il was used to determine whether the a4B7-mAb administered
intravenously at 50 mg/kg reached the cells within the female reproductive tract as defined by analysis of cytobrush specimens (n=8). Phase
[l (n=12 macaques per study group) involved the administration of either the a437-mAb or the rhesus IgG at 50 mg/kg every 3 weeks
intravenously starting at day -3. Macaques were challenged IVAG with 1 ml of the stock virus (1:20 dilution, 36 ng p27) IVAG once a week

until the macaques were confirmed to be infected. The challenges were terminated after 10/12 rhesus IgG treated macaques became
infected.
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Supplementary Figure 2. Flow-cytometric analysis of PBMC, GIT biopsies and cytobrush specimens prior to and post treatment
with the a4pB7-mAb: Baseline studies comparing the frequencies of CD3*, CD4*, CD8* and CD3/CD8*/NKG2a* subsets in the CD45*
gated population of cells obtained from cytobrush samples (a) and the corresponding gastro-intestinal biopsy tissues (b) from uninfected
macaques prior to Phase |. Representative flow-cytometric profiles of a437 expression of CD4+T cells from the PBMC, rectal biopsy and
cytobrush cells obtained pre-infusion, and weeks 2, 6, and 14 post-infusion (¢). Such lack of detection of the a437-mAb staining at weeks
2 and 6 was not observed post-infusion of rhesus IgG (data not shown). A schematic that graphically illustrates the strategy used to detect
masking of a4B7 expression using a labeled mAb against the a4 integrin, that targets an epitope distinct from the epitope targeted by the
infused/unlabeled a4B37-mAb (d). Reactivity of the anti-a4 integrin mAb remained unchanged pre- and post- a437-mAb infusion (data not
shown), and as previously described™®.
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Supplementary Figure 3. Levels of the a4f7-mAb in plasma and CVL fluids: Levels of the a4
7-mAb (pg/ml) in plasma samples from the 12 macaques that received the a437-mAb (50 mg/kg)
intravenously starting day -3 and every 3 weeks (arrows). The data are mean +/- S. D. (a). Levels of
a4B7-mAb (ug/ml) in CVL fluids that were collected from animals RDg11 (+), Rlz12 (+), RQm11 (+)
and RRc9 (+/-) on week 8, animals ROc11 (+), RCw11 (+), RDg11 (+), Rlz12 (+), RQm11* (+) and
RRc9 (+/-) on week 10, animals RCw11 (+/-), RDg11 (+), Rlz12 (+), ROc11 (+), RQm11 (+/-) and
RRC9 (+/-) on week 13 and animals PWW (+/-), RFk11 (+/-), RLn12 (+/-), RQf10* (+/-), RRQ9 (+/-)
and RVi7(+/-) on week 14 (asterisk indicates samples collected during menses). The (+) indicated
values > 0.1 ug/ml (significant) and the (+/-) indicated values just above the level of detection
(non-significant) (b).
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Supplementary Figure 4. Baseline frequencies of CD4+a4f7" and Tregs: Baseline samples
taken prior to treatment of PBMCs, cytobrush obtained mononuclear cells, and cells isolated from
the GIT biopsy specimens, from the macaques that received a4B7-mAb (n=12) or rhesus IgG (n=12)
were assayed for frequencies of CD4+ a4B7" cells (Mann-Whitney U-test; P>0.05) (a). Comparison
of the frequencies of CD4+ a4B7" cells in the macaques that received a4B7-mAb and became
viremic vs. those that remained aviremic (Mann-Whitney U-test; P>0.05) (b). Frequencies of Tregs
prior to initiation of study (c).
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Supplementary Figure 5. In vitro and in vivo testing of susceptibility to infection:
Anti-CD3/CD28 immunobead activated PBMCs from 2/12 macaques that received rhesus IgG
(RIg9 and RTM11) and 4/6 that received a4p7-mAb (PWW, RFk11, RQf10 and RRq9) that were
resistant to IVAG infection, were tested for their in vitro susceptibility to infection using an aliquot of
the same SIVmac251 as described in the methods section. Levels of p27 (ng/ml) in the culture
supernatant fluids (a). Two animals from the control IgG group (RIq9 and RTm11) and 2 from the a
437-mAb group (RRg9 and RVi7) that were resistant to IVAG infection were challenged
intra-rectally with 1 ml of the undiluted SIVmac251 stock virus and administered the same doses
and schedule of a4B37-mAb or rhesus IgG, respectively as described in the methods section.
Plasma viral loads (VRNA copies/ml) on these 4 macaques are illustrated as a function of time (b).



Table 1a. MHC /TRIM5a Genotyping of Rhesus Macaques

RM name MHC class | TRIM5a

A1* A2*  A3* A4* B* CypA Q TFP Restriction
IgG treated
RBs9 003, 007 007, 022, 030, 031 X X Moderate
REo8 004, 008 13 14 012, 022, 030, 031, 038, 046, 047, 082
RHy12 002, 004 14 021, 045, 060, 069 X X Moderate
RIg9 001, 023 14 001, 007, 019, 024, 030, 057, 082 X X Moderate
RKs11 004 14 012, 021, 022, 028, 030, 031, 045, 057, 060 XX High
RLc12 004, 007 14 012, 021, 022, 028, 030, 031, 045, 057, 060, 068 XX High
RRn11 006, 019 14 001, 047, 069 X X Moderate
RTm11 001, 004 14 012, 021, 028, 030, 038, 045, 046, 060, 082 XX High
Rvw10 001, 003 047, 082, 093 X X High
RW1t9 001, 026 14 012, 022, 030, 031, 038, 047, 057, 082 XX High
RZz10 002, 004 14 012, 022, 030, 031, 035, 049, 098 X X Moderate
RCd12 004,007 14 012, 022, 023, 030, 031, 057, 068 X X Moderate
0437 treated
PWw 002, 008 13 02 012,021, 022, 028, 030, 031, 045 X X Moderate
RCw11 004, 025 14 005, 012, 015, 022, 030, 031, 178 XX High
RDg11 004 14 005, 012, 015, 022, 030, 049, 178 XX High
RFk11 004, 025 14 012, 015, 022, 027, 030, 031, 044 X X Moderate
RIz12 006, 011 14 001, 007, 030, 046, 050, 065, 069, 078 XX Susceptible
RLn12 001, 004 14 012, 022, 030, 031, 082 XX High
ROc11 001, 004 14 012, 021, 028, 030, 045, 082 XX High
RQf10 001, 041 004, 007, 030
RQm11 004, 019 14 012, 022, 030, 031, 069 XX Susceptible
RRc9 004 14 012, 022, 030, 031, 048 X X Moderate
RRq9 004, 026 006, 047, 071
RVi7 004, 008 13 14 015, 030, 031, 043, 178 XX High




Table 1b: FcRy typing

CD16 (FcyRIII) CD64 (FcyRI) CD32b (FcyRIIb)

RM 3A-1 3A-2 3A-3 Allele1 Allele2 Allele3 Allele4 Allele5 Allele6 Allele7 Allele 1 Allele 2

name (159, (T59,
QVVRL QVARL EVVSL QVVSF QVVRF QAVRL QAVSL L133) P133)

IgG treated

RBs9 X X X X

REo8 XX XX

RHy12 X X X X

RIg9 XX X X

RKs11 X X XX

RLc12 X X XX

RRn11 X X XX

RTm11 XX XX

RVw10 X X

RW1t9 XX XX

RZz10 X X XX

RCd12 XX XX

0437 treated

PWw X X XX XX
RCw11 X X XX XX
RDg11 XX XX XX
RFk11 X X XX XX
Rlz12 X X XX XX
RLn12 XX XX XX
ROc11 X X X X XX
RQf10 X X XX XX
RQm11 XX X X XX
RRc9 X X XX XX
RRq9 X X X X XX
RVi7 X X XX XX

X, could also be allele combination 5 and 7 Q(V/A)V(R/S)(L/F)



Table 1c: KIR Genotypes of rhesus macaques

3D 3D 3D 3D 3D 3D 3D 3D 3D 3D 3D 3D 3D 3D 3D 3D 3DL 3DS 3DS
Lot LO2 L04 LO5 LO06 LO7 LO8 L10 L11 SO1 S02 S03 S04 S05 S06 S07 W03 W08 W09

Animal Name

IgG treated RMs

RBs9 X X X X

REo08 X X X X X X

RHy12 X X X X X X X

RIg9 X X X X

RKs11 ND ND X X X X X

RLc12 X X X X X X X

RRn11 X X X X X X X

RTm11 X X X X X

RVw10 X X X X X X X X X

RW1t9 X X X X X

RZz10 X X X X X

RCd12 X X X X X X X X

anti-a4B7 treated RMs

PWw X X X X X X X
RCw11 X X X X X X

RDg11 X X X X X

RFk11 X X X

RlIz12 X X X X X X X X
RLn12 X X X X X
ROc11 X X X X X

RQf10 X X X X X X X
RQmM11 X ND ND X

RRc9 X X X X X X
RRq9 X X X X X

RVi7 X ND ND X

X, present, ND, not distinguishable

Supplementary Table 1. The results of MHC and TRIM5a genotyping (a) FcRy genotyping (b) and KIR genotyping (c) of the macaques that
received control rhesus 19G (n = 12) or the a437 mAb (n=12).



Table 2. Reproductive history of monkeys

Apx. Age # mensing
in yrs at time # of during viral
Animal Name Date of Birth of challenge Przet?antiggl)es E::t:lllenge/
challenges
IgG treated RMs
RBs9 4/25/03 10 3(3) 0/3
REo08 5/17/01 12 0 1/2
RHy12 7/11/08 > 0 1/1
RIq9 4/16/03 10 5(5) 1/6
RKs11 6/11/06 7 1(1) 0/2
RLc12 5/19/07 6 0 0/2
RRn11 4/24/06 7 0 0/1
RTm11 4/20/06 7 0 1/6
RVw10 8/28/04 9 3(3) 1/4
RW19 5/02/03 10 2(2) 0/4
RZz10 4/03/05 8 1(1) 0/3
RCd12 5/28/07 6 0 0/2
anti-a4B7 treated RMs
PWw 5/15/96 17 3(3) 0/6
RCw11 4/04/07 6 0 0/6
RDg11 5/25/05 8 2(1) 1/5
RFk11 3/25/06 7 0 0/6
RIz12 8/15/08 5 0 1/5
RLN12 4/10/08 5 0 0/6
ROc11 4/23/05 8 1(1) 0/5
RQf10 8/07/03 10 1(1) 1/6
RQmM11 4/19/06 7 1(1) 0/4
RRc9 4/23/02 1 2(2) 0/5
RRq9 4/18/03 10 4(4) 1/6
RVi7 2/13/00 13 3(3) 0/6

Supplementary Table 2. The date of birth, age at the time
of initiation of study, the number of pregnancies
(reproductive history) and the number of times during viral
challenges/total viral challenges each monkey was mensing
based on plasma levels of progesterone and estradiol for
each of the 24 monkeys studied.
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